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Cox Model Setup May Lead to 
Erroneous Conclusions
http://dx.doi.org/10.1289/ehp.1205573

I read with interest the extensive study on 
lung cancer and elemental carbon exposure 
in trucking industry workers (Garshick et al. 
2012). I believe that the Cox model setup the 
authors used generated potentially distorted 
results. 

Garshick et al. (2012) used proportional 
hazard regression to estimate associations 
between lung cancer mortality and elemental 
carbon (EC). They adjusted for age and lung 
cancer secular trends by generating risk sets 
using attained age in 1‑year increments as 
the timeline; they also included an ordinal 
variable for calendar year (1985–2000) in 
all models. It follows that the models were 
adjusted for year of birth (because year of 
birth = calendar year – attained age in years). 

In addition, Garshick et al. (2012) noted 
that 

To meet the assumptions of proportional hazards, 
we assigned separate baseline hazards based on 
decade of hire (< 1960, 1960–1969, 1970–1979, 
≥ 1980) and age in 1985 (40 to < 50, 50 to < 60, 
60 to < 70, ≥ 70 years). For example, the baseline 
hazard for a person 40 years of age in 1985 (born 
in 1945) who began work in 1975 was the same as 
that for all workers in their 40s in 1985 who were 
also hired in the 1970s . . . . 

As the authors correctly concluded, this 
stratification of baseline hazards adjusts for 
decade of birth.

Because Garshick et al. (2012) used both 
approaches together in one analytical setup, 
they adjusted twice for year of birth within 
the same model (although with different 
coarseness). Thus, the results may be distorted 
(e.g., probable overadjustment, potential 
collinearity). 

Furthermore, the authors
conducted sensitivity analyses with and without 
total years of employment as a time-dependent 
covariate (modeled as either continuous or in 
quartiles) to assess its effect as a potential 
confounder. 

Adjusting cumulative exposure by duration 
of employment time-dependently reduces 
cumulative exposure to an estimate of long-
term average concentration. However, 
models that directly estimate the effect of 
average exposure appear to be preferable 
(also reported on by the authors). An adjust‑
ment of cumulative exposure by total dura‑
tion of employment should not be confused 
with an approach adjusting for the healthy 

worker survivor bias (Rothman et al. 2008). 
Thus, the sensitivity analyses Garshick et al. 
(2012) used to adjust cumulative exposures 
by duration of employment did not produce 
the correct effect estimates for cumulative 
exposure. 

In summary, the Cox analyses appear to 
be misspecified and results cannot be inter‑
preted in a straightforward way.
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We appreciate the interest in our article 
(Garshick et al. 2012). In his letter, Morfeld 
suggests that the analytic approach used for 
Cox proportional hazard regression model‑
ing included two similar adjustments for year 
of birth. We disagree with this comment. 

In the analysis, risk sets were generated 
using attained age as the timeline. An ordinal 
variable for calendar year was included as a 
covariate; thus, we do agree that our approach 
adjusted for exact year of birth.

We also stratified the analysis on decade 
of hire (four groups) and age in 1985 (four 
groups). We stratified on decade of hire to 
adjust for different unmeasured work prac‑
tices and vehicle characteristics. We stratified 
on age in 1985 because the age at which per‑
sons enter the study is a determinant of lung 
cancer risk; participants had to be healthy 
enough to remain employed to enter the 

cohort in 1985. Two of the survival curves 
for decade of hire overlap unless they are 
jointly stratified by age in 1985, indicat‑
ing that joint stratification is important to 
maintain the proportional hazards assump‑
tion. This approach allows us to maintain 
the assumption of proportional hazards and 
to finely adjust for lung cancer secular trends 
and attained age but does not adjust twice 
for year of birth within the same model.

Our analytic approach also included 
sensitivity analyses with and without total 
years of employment as a time-dependent 
covariate to assess its effect as a potential 
confounder. Morfeld suggests that adjusting 
cumulative exposure by duration of employ‑
ment time reduces cumulative exposure to 
an estimate of long-term average concen‑
tration. We agree that if exposure in our 
workers was relatively constant, cumulative 
exposure would be the simple product of 
duration and average exposure. However, 
exposure varies considerably over time and 
between and within jobs. Therefore, it is not 
surprising that the results for duration and 
average exposure are not similar to those for 
the cumulative exposure.

In his letter, Morfeld states that “an 
adjustment of cumulative exposure by total 
duration of employment should not be con‑
fused with an approach adjusting for the 
healthy worker survivor bias.” However, our 
assessment (Garshick et al. 2012) identi‑
fied years of employment as a negative con‑
founder because it was positively associated 
with cumulative exposure and negatively 
associated with lung cancer risk. Failure to 
account for this would result in the under
estimation of lung cancer risk. Adjustment 
for total duration of employment strength‑
ened effects with cumulative exposure and 
may be considered an assessment of the 
effects of cumulative exposure at varying 
durations of employment. 

Because lung cancer risk decreased with 
total employment duration, we can treat 
duration as a surrogate of time-varying health 
status. As we noted in our article (Garshick 
et  al. 2012), “this was likely due to bias 
caused by left truncation in a cohort com‑
posed of prevalent hires combined with a 
healthy worker survivor effect.” We were not 
surprised to note this relationship because of 
the structure of the cohort. As shown previ‑
ously by Applebaum et al. (2011), left trunca‑
tion results in downward bias with exposure 
duration. In our article (Garshick et  al. 
2012), we extensively discussed a healthy 
worker survivor effect and left truncation and 
also cited studies where these effects have 
been observed. We also cited examples where 
adjustment for work duration was used as 
a method to address bias due to a healthy 
worker survivor effect.
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